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REMARKS 

Claims 1-3, and 9 have been withdrawn without prejudice or disclaimer of their later 
prosecution in one or more applications. Claims 4-8, 10, and 11 have been amended, as set forth 
above. Specifically, claim 4 has been amended to incorporate certain elements from non-elected 
claims. Claim 4 has also been amended to recite "wherein the polypeptide binds to antibody CR- 
50." Support for claim 4 can be found in original claims 4 and throughout the specification, for 
example, at page 12, lines 13-19. 

Claim 5 has been amended to recite "and not containing a nucleotide sequence encoding 
an F-spondin domain or a repeat domain, and wherein the polypeptide encoded by the 
polynucleotide is capable of binding a CR-50 antibody." Claim 5 has also been amended to 
correct certain informalities in order to more clearly describe the claimed invention. Support for 
claim 5 can be found in original claim 5 and throughout the specification, for example, at page 4, 
lines 19-21. 

Claims 8, 10, and 1 1 have been amended to correct claim dependencies. 

Thus, the claims are fully supported by the appUcation as originally filed and the 
amendment adds no new matter. With entry of this Amendment, claims 4-8 and 10-1 1 are 
pending for examination. 
Specification 

The Examiner objected to informalities in the Brief Description of the Drawings. See 
Action at page 2. Those informalities have been corrected, as set forth above. 
Claim Objections 

The Examiner objected to claims 4, 6-8, 10, and 1 1 for "depending in part from a 
withdrawn, non-elected invention." Action at page 2. The Examiner also objected to claims 10 
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and 1 1 as allegedly reciting an improper Markush Group. Id. Solely to expedite prosecution and 
without acquiescing to the Examiner's contentions, Applicants have amended the claims to 
incorporate certain elements from non-elected claims and to correct claim dependencies. Also 
without acquiescing to the Examiner's contentions, claims 10 and 1 1 have been amended to 
correct the allegedly improper Markush Groups in those claims. Thus, the Examiner's 
objections are moot. 

Rejections Under 35 U.S.C. § 1 12. first paragraph 

The Examiner rejected claims 4-8, 10, and 1 1 under 35 U.S.C. § 112, first paragraph 
alleging that, "the specification, while being enabling for the polynucleotides of SEQ ID N0:1, 
does not reasonably provide enablement for polynucleotides of alternative sequence claimed 
including deletion, insertion, substitution and degenerate sequences." Action at page 3. 
Applicants respectfiiUy traverse this rejection. 

According to the Examiner, the "skilled artisan also recognizes that immunological 
responses depend upon the structural characteristics (conformation) of the particular protein 
(amino acid sequence) targeted and that variations in sequence may effect such structure and 
immunological recognition." Action at page 4. The Examiner then noted that certain claims 
recite "deletion, insertion, and substitution mutations as well as degenerate sequences." Action at 
page 5. The Examiner complained that "there is no disclosure of those residues which may be 
replaced, modified or deleted without abrogating the disclosed immunological reactivity." Id, 

Applicants traverse. It is not necessary that the specification enable one skilled in the art 
to predict precisely which changes in a polypeptide will not affect activity, because modifying a 
polypeptide and testing it for activity does not involve undue experimentation. First, there can 
be no doubt that it was within the routine skill in the art at the time the application was filed to 
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make polypeptides that are encoded by the nucleotide sequence of SEQ ID NO: 2. Second, it 
was within the routine skill in the art at the time the application was filed to make polypeptides 
that are encoded by a nucleotide sequence of SEQ ID NO. 2, comprising one or more additions, 
deletions, or substitutions. Finally it was within the routine skill in the art at the time the 
application was filed to determine if such polypeptides or polypeptide fragments bind to a CR-50 
antibody as disclosed in the specification, for example at page 11, lines 15-21. Such 
determination can be accomplished by any of a variety of well-known techniques, including, but 
not limited to, Western blots. Moreover, such techniques have been routine in the art since well 
before the filing date of the instant application. See, e.g., Ream and Field, Molecular Biology 
Techniques: An Intensive Laboratory Course, "D, Western Blot (Immunoblot) Detection of 
Proteins," Academic Press, p. 91-94 (1999) (copy enclosed). Furthermore, specific guidance for 
such techniques is provided in the specification, for example, at page 14. 

Thus, the production of polypeptides or polypeptide fragments and the determination of 
their ability to bind CR-50 does not constitute undue experimentation. Instead, that process is 
simpler and less burdensome than the process of making and screening monoclonal antibodies, 
which the Federal Circuit found not to be undue experimentation in In re Wands, 858 F.3d 731, 8 
U.S.P.Q.2d 1400 (Fed. Cir.1988). In that case, the court held that the test for undue 
experimentation "is not merely quantitative, since a considerable amount of experimentation is 
permissible, if it is merely routine. ..." Id, at 737. 

The Wands court further noted that "[t]he nature of monoclonal antibody technology is 
that it involves screening hybridomas to determine which ones secrete antibody with desired 
characteristics." Id. at 740. As demonstrated above, protein biology (i.e., making and testing 
polypeptides and polypeptide fragments) also involves routine screening in order to find the 



9 



FINNECAN 
HENDERSON 
FAR ABO W 
GARRETT & 
DUNNERLLP 

13001 Street, NW 
Washington, DC 20005 
202.408.4000 
Fax 202-408.4400 
www.finnegan.com 



polypeptides and polypeptide fragments with the desired activity. In fact, protein biology is 
arguably more predictable than screening hybridomas because each successive round of 
experiments may be directed according to the results of the previous experiments. For instance, 
at the time of filing, one skilled in the art would make a series of polypeptides and polypeptide 
fragments and determine whether each was capable of being bound by CR-50. The skilled 
artisan would then take only the polypeptides and polypeptide fragments that were capable of 
such binding and fiirther alter them in a subsequent round of experiments. Moreover, one skilled 
in the art could deliberately make conservative alterations, which are well known in the art, and 
thus would have a reasonable expectation that the polypeptides and polypeptide fragments would 
retain binding ability. See e.g., U.S. Pat. No. 5,739,277, to Presta et al., col. 14, line 4, through 
col. 15, line 64 (issued April 14, 1998) (copy enclosed). 

This is in complete contrast to screening a random array of hybridomas, in which one 
skilled in the art has no directive input. Yet the Federal Circuit has found such screening of 
hybridomas not to involve undue experimentation. Accordingly, the making and screening 
polypeptides and polypeptide fragments for the ability to be bound by CR-50 antibody cannot 
involve undue experimentation. 

The Examiner further alleged that claims 10 and 1 1 are not enabled because "the 
specification fails to teach such suitable compositions for stimulating the assembly of Reelin 
protein molecules or for providing a phamiaceutical for diagnosis or treatment of diseases 
resulting from abnormally positioned neurons." Action at page 5. Applicants respectfiiUy 
traverse this rejection. 

Claim 10 recites a "composition for stimulating the assembly of Reelin protein 
molecules." The specification provides adequate guidance to the skilled artisan to screen for 
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such activity. For example, the specification discusses the use of Western blot analysis 
following both denaturing and non-denaturing gels. See, e.g.. Specification at page 9, lines 24- 
page 10, line 6. Claim 1 1 recites a "phamiaceutical composition for diagnosis and/or treatment 
of diseases resulting from abnormally positioned neurons." The specification similarly provides 
adequate guidance to enable one of skill in the art to practice this claim, for example, at page 13, 
lines 8-18 (discussing certain diseases and providing exemplary methods). Finally, the Examiner 
alleged that "the model system is pertinent only to the Reelin phenotype which does not 
approximate all recognized abnormally positioned neurons but only those recognized as 
aberrantly positioned in Reelin animals." Action at page 5. AppUcants respectfully traverse. 
The specification provides more than adequate guidance regarding certain diseases that may be 
treated and methods of treatment. For example, the specification states that: 

diseases resulting from abnormally positioned neurons, such as 
lissencephaly, polymicrogyria, and ectopic gray matter, may be 
treated by integrating a polynucleotide encoding the polypeptide of 
the present invention into an expression vector, introducing the 
vector into cells, and then transplanting the cells into the patient's 
brain. 

Specification at page 13, lines 11-15. Accordingly, claims 10 and 1 1 are fully enabled by the 
specification as filed. 

Finally, the Examiner based enablement rejections on an alleged lack of structure. Action 
at page 6. Specifically, the Examiner contended that the specification "provides essentially no 
guidance as to which of the essentially infinite possible choices is likely to be successful," and 
that "structure is critical to antibody binding." Action at page 6. Solely to expedite prosecution 
and without acquiescing to the Examiner's contention. Applicants have amended claims 4,-8, 10, 
and 1 1 . The claims, as amended, all recite polynucleotides that encode polypeptides that are 
derived from a disclosed SEQ ID NO., or from a mouse Reelin protein. Further, the 
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polypeptides must be capable of binding with a CR-50 antibody. Thus, the claims do recite 
structure and function. There is a finite number of polypeptides that combine such structure and 
such activity. For the reasons discussed, it is not overly burdensome to screen such proteins to 
determine whether they posses the necessary function. Thus, claims 4-8, 10, and 1 1 are fully 
enabled. 

Applicants respectfully request reconsideration and withdrawal of the enablement 
rejection under 35 U.S.C. § 1 12, first paragraph. 
Rejections under 35 U.S.C. § 112. second paragraph 

Claims 4-8, 10, and 1 1 were rejected under 35 U.S.C. for allegedly "failing to particularly 
point out and distinctly claim the subject matter which the applicant regards as the invention." 
Action at page 7. Specifically, the Examiner rejected claims 4-8, 10, and 1 1 as indefinite for 
depending fi'om "withdrawn base claims." The dependency of those claims has been corrected. 

The Examiner rejected claim 5 as indefinite for referring to "a degenerate of a 
polynucleic acid." Action at page 7. That claim has been amended to more accurately recite, "a 
degenerate of a polypeptide." Thus, the Examiner's rejections under 35 U.S.C. § 1 12, second 
paragraph are moot. 

Accordingly, Applicants respectfully request reconsideration and withdrawal of the 
enablement rejection under 35 U.S.C. § 1 12, second paragraph. 
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Rejections Under 35 U.S.C. § 102 

The Examiner rejected claims 4-8, 10, and 11, under 35 U.S.C. § 102(e) as allegedly 
being anticipated by Curran et al, US 6,323,177. Action at page 8. Applicants respectfully 
traverse this rejection. 

For a reference to anticipate it must disclose every element of the claim. See Hybritech 
Inc. V. Monoclonal Antibodies, Inc., 802 F.2d 1367, 1379, 231 U.S.P.Q. 81, 90 (Fed. Cir. 1986). 
Further, negative limitations are permitted. See Manual of Patent Examining Procedure, 
§ 2173.05(i), Eighth Edition, (August 2001). 

Claims 4 and 5 recite the negative limitation "not containing an F-spondin domain or a 
repeat site." Claims 6, 10 and 1 1 each recite a "polynucleotide according to claim 4 or 5." 
Claims 7 and 8 ultimately depend from claim 6. Thus, each of claims 4-8, 10, and 1 1 ultimately 
recites the negative limitation "not containing an F-spondin domain or a repeat site." Curran 
does not teach that negative limitation. In a passage cited by the Examiner, Curran discusses 
truncated Reelin peptides that "may be N-terminal, C-terminal, or they may contain internal 
fragments comprising some of the Reelin repeats." Col. 20, lines 4-6. That passage does not 
teach a Reelin polypeptide "not containing an F-spondin domain or a repeat site." To the 
contrary, it makes no mention of the F-spondin domain and specifically states that such peptides 
may include some of the Reelin repeats. Indeed, nov^here does Curran discuss the negative 
limitation of claims 4-8, 10, and 11. Accordingly, for at least that reason, Curran cannot 
anticipate claims 4-8, 10, and 11. 
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In view of the foregoing amendments and remarks, Applicants respectfully request the 
reconsideration and reexamination of this application and the timely allowance of the pending 
claims. 

Please grant any extensions of time required to enter this response and charge any 

additional required fees to our Deposit Account No. 06-0916. 

Respectfully submitted, 

FINNEGAN, HENDERSON, FARABOW, 
GARRETT & DUNNER, L.L.P. 



Dated: April 14, 2003 

ClifEB^rd E. Ford 
Reg. No. 52,903 
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